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Fig 5 (Seq ID Nos. 1 and 2) 



Amino Acid Sequence of Secreted and Membrane-Bound Forms of KLOTHO 

Secreted Form (klothoA) SEQ ™ NQ: 1 

MPASAPPRRPRPPPQSLSLLLVLLGLGGRRLRAEPGDGAQTWARFSRPPAPEAAGLFQGTFPDGFLWAVG 
SAAYQTEGGWQQHGKGASIWDTFTHHPLAPPGDSRNASLPLGAPSPLQPATGDVASDSYNNVFRDTEALR 
ELGVTHYRFSISWARVLPNGSAGVPNREGLRYYRRLLERLRELGVQPWTLYHWDLPQRLQDAYGGWANR 
ALADHFRDYAELCFRHFGGQVKYWITIDNPYWAWHGYATGRLAPGIRGSPRLGYLVAHNLLLAHAKVWH 
LYNTSFRPTQGGQVSIALSSHWINPRRMTDHSIKECQKSLDFVLGWFAKPVFIDGDYPESMKNNLSSILP 
DFTESEKKFIKGTADFFALCFGPTLSFQLLDPHMKFRQLESPNLRQLLSWIDLEFNHPQIFIVENGWFVS 
GTTKRDDAKYMYYLKKFIMETLKAIKLDGVDVIGYTAWSLMDGFEWHRGYSIRRGLFYVDFLSQDKMLLP 
KS S ALFYQKL I EKNGFPPLPENQPLEGTFPCDFAWGWDNYIQVSQLTKP I S SLTKPYH 



Membrane-bound form (full-length klotho) OJ= *< ^ * 

MPASAPPRRPRPPPQSLSLLLVLLGLGGRRLRAEPGDGAQTWARFSRPPAPEAAGLFQGTFPDGFLWAVG 

SAAYQTEGGWQQHGKGASIWDTFTHHPLAPPGDSRNASLPLGAPSPLQPATGDVASDSYNNVFRDTEALR 

ELGVTHYRFSISWARVLPNGSAGVPNREGLRYYRRLLERLRELGVQPWTLYHWDLPQRLQDAYGGWANR 

ALADHFRDYAELCFRHFGGQVKYWITIDNPYWAWHGYATGRLAPGIRGSPRLGYLVAHNLLLAHAKVWH 

LYNTSFRPTQGGQVSIALSSHWINPRRMTDHSIKECQKSLDFVLGWFAKPVFIDGDYPESMKNNLSSILP 

DFTESEKKFIKGTADFFALCFGPTLSFQLLDPHMKFRQLESPNLRQLLSWIDLEFNHPQIFIVENGWFVS 

GTTKRDDAKYMYYLKKFIMETLKAIKLDGVDVIGYTAWSLMDGFEWHRGYSIRRGLFYVDFLSQDKMLLP 

KSSALFYQKIjIEKNGFPPLPENQPLEGTFPCDFAWGVVDNYIQVDTTLSQFTDLNVYLWDVHHSKRLIKV 

DGWTKKRKSYCVDFAAIQPQIALLQEMHVTHFRFSLDWALILPLGNQSQViraTILQYYRCMASELW 

ITPWALWQPMAPNQGLPRLLARQGAWENPYTALAFAEYAR^^ 

HNLLKAHALAWHVYNEKFRHAQNGKISIALQADWIEPACPFSQKDKEVAERVLEFDIGWLAEPIFGSGDY 
PWVMRDWLNQRNNFLLPYFTEDEKKLIQGTFDFLALSHYTTILVDSEKEDPIKYNDYLEVQEMTDITWLN 
SPSQVAWPWGLRKVLNWLKFKYGDLPMYIISNGIDDGLHAEDDQLRVYYMQNYINEALKAHILDGINLC 
GYFAYSFNDRTAPRFGLYRYAADQFEPKASMKHYRKIIDSNGFPGPETLERFCPEEFTVCTECSFFHTRK 
SLLAFIAFLFFASIISLSLIFYYSKKGRRSYK 



F 352 is mutated to V 
C 370 is mutated to S 



Fig 6 (Seq ID Nos 3 and 4) 



Amino Acid Sequences of Secreted and Membrane-Bound KL-VS Allelic Variation 



SEQ ID NO: 3 

Secreted Form (klothoA) 

MPASAPPRRPRPPPQSLSLLLVLLGLGGRRLRAEPGDGAQTWARFSRPPAPEAAGLFQGTFPDGFLWAVG 
SAAYQTEGGWQQHGKGASIWDTFTHHPLAPPGDSRNASLPLGAPSPLQPATGDVASDSYNNVFRDTEALR 
ELGVTHYRFSISWARVLPNGSAGVPNREGLRYYRRLLERLRELGVQPWTLYHWDLPQRLQDAYGGWANR 
ALADHFRDYAELCFRHFGGQVKYWITIDNPYWAWHGYATGRLAPGIRGSPRLGYLVAHNLLLAHAKVWH 
LYNTS FRPTQGGQVS I ALS SHW INPRRMTDHS I KECQKSLDFVLGWFAKPVF IDGD YPESMKNNLS S I LP 
DVTESEKKFIKGTADFFALSFGPTLSFQLLDPHMKFRQLESPNLRQLLSWIDLEFNHPQIFIVENGWFVS 
GTTKRDDAKYMYYLKXFIMETLKAIKIjDGVDVIGYTAWSLMDGFEWHRGYSIRRGLFYVDFLSQDKMLLP 
KSSALFYQKLIEKNGFPPLPENQPLEGTFPCDFAWGWDNYIQVSQLTKPISSLTKPYH 



SEQ ID N0:4 

Membrane-bound form (full-length klotho) 

MPASAPPRRPRPPPQSLSLLLVLLGLGGRRLRAEPGDGAQTWARFSRPPAPEAAGLFQGTFPDGFLWAVG 
SAAYQTEGGWQQHGKGASIWDTFTHHPLAPPGDSRNASLPLGAPSPLQPATGDVASDSYNNVFRDTEALR 
ELGVTHYRFSISWARVLPNGSAGVPNREGLRYYRRLLERLRELGVQPWTLYHWDLPQRLQDAYGGWANR 
AL ADHFRD YAE LC FRHFGGQVKYW I T I DNP Y WAWHG YATGRLAPG I RG S PRLG YL VAHNLLLAHAKVWH 
LYNTSFRPTQGGQVSIALSSHWINPRRMTDHSIKECQKSLDFVLGWFAKPVFIDGDYPESMKNNLSSILP 
DVTESEKKFIKGTADFFALSFGPTLSFQLLDPHMKFRQLESPNLRQLLSWIDLEFNHPQIFIVENGWFVS 
GTTKRDDAKYMYYLKKFIMETLKAIKLDGVDVIGYTAWSLMDGFEWHRGYSIRRGLFYVDFLSQDKMLLP 
KSSALFYQKLIEKNGFPPLPENQPLEGTFPCDFAWGVVDNYIQVDTTLSQFTDLNVYLWDVHHSKRLIKV 
DGWTKKRKSYCVDFAAIQPQIALLQEMHVTHFRFSLDWALILPLGNQSQVNHTILQYYRCMASELVRVN 
ITPWALWQPI^PNQGLPRLLARQGAWENPYTALAFAEY 

HNLLKAHALAWHVYNEKFRHAQNGKISIALQADWIEPACPFSQKDKEVAERVLEFDIGWLAEPIFGSGDY 
PWVMRDWLNQRNNFLLPYFTEDEKKIilQGTFDFLALSHYTTILVDSEKEDPIKYNDYLEVQEMTDITWL^ 
SPSQVAWPWGLRKVLNWLKFKYGDLPMYIISNGID^^ 

GYFAYSFNDRTAPRFGLYRYAADQFEPKASMKHYRKIIDSNGFPGPETLERFCPEEFTVCTECSFFHTRK 
SLLAF I AFLFFAS I I SLS L I F YYSKKGRRS YK 



F 352 is mutated to V 
C 370 is mutated to S 



Figure 7 

primer, 5 '-AGGCTCATGCCAAAGTCTGG 



Figure 8 

anti-sense primer, 5 '-GTTTCC ATGATGAACTTTTTGAGG 



